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Disclosed are recombinant vectors encoding immunoglobulin-like domains 
and portions thereof, 

such as T-cell variable domains, antidoby Fc-hinge fragments, 
subfragments and mutant domains with 

reduced biological half lives. Methods of producing large quantities of 
such domains, heterodimers, 

and. . . are single chain T-cell receptors, which are folded into 
beta-pleated sheet structures 

similar to those of immunoglobulin variable domains; antibody Fc 
and Fc-hinge domains, which have 

the same in vivo stability as intact antibodies; and domains engineered 
to have reduced in vivo half. . . and protein domains will be useful 
as templates for in vitro mutagenesis 

and high resolution structural studies; for immunization and 
vaccination; and for the production of 

recombinant antibodies or chimaeric proteins with increased or 
decreased 

stability and longevity for 

therapeutic and. 
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target in a mammalian host, 
microbe, autoreactive immune cell, 

infected or tumourous cell, antigen presenting cell, 
or the like, joined to a second binding member 

specific for along-lived blood component, including cells, such as an. 



such as a toxin, drug of abuse, 



DETD . . . for 

cardiovascular diseases, immunoglobulins such as total IgE 
for anaphylaxy, specific anti-allergen IgE, auto or allo- 
antibodies for autoimmunity or alio- or xenoimmunity, Ig 

Fc receptors or Fc receptor binding f actors , 
carbohydrates 

(gal), natural antibodies involved in a'llo- or 
xenore jection, erythropoietin, angiogenesis factors, 
adhesion molecules, MIF, MAFj complement factors 
(classical. . . therapeutic dosage 

monitoring, treatments for overdosage of drugs or drugs of 
abuse, or the like. Also, the subject invention may be 
used to vaccinate against a pathogen or other deleterious 
entity, where various unicellular microorganisms and 
viruses have been described above. In addition, the 
subject invention can be employed to activate T cells 
toward particular targets, by providing for appropriate 
targets for antigen presenting cells, which will 
then 

present to the T cells or providing for direct activation 
of T cells 

The choice of the long-lived blood. 
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responses by binding peptides from foreign antigens in an 
intracellular 

processing compartment, and by presenting these peptides on the surface 
of antigen presenting 

cells, where they may be recognized by specialized T cell receptors 
(TCRs) (reviewed in 

Strominger and Wiley, 1995) . For example, .the MHC. 

0 chain. MHC class 11 molecules bind peptides 

in an intracellular processing compartment and present these peptides 

the surface of antigen 

presenting cells to T cells. Peptides are bound in an extended 
conformation, as left-handed type 11 
polyproline helices. The majority of bound. 

or to tolerize an individual to a particular MHC-peptide complex. For 
example, the 

Class II MHC fusion proteins may be include Fc regions which 
activate the complement system 

and, thereby, cause the destruction of T cells to which they bind. 
Alternatively, the fusion 

proteins. . . other point which does not interfere with the binding 
of the NMC-peptide 

complex to T cell receptors (e.g., anywhere along an Fc 
domain) . Such cytotoxic substances 

include, for example, genistein, ricin, diphtheria toxins, Pseudomonas 
toxins, and radioactive 

1 0 isotopes (e.g., 1211). High doses. . . 11 N4HC fusion protein of 
the invention can 

cause tolerization to the NMC-peptide complex, even when lower doses 
would cause 

sensitization (i.e., vaccination or immunization). When the 
goal is to tolerize an individual to an 

antigen which is normally presented by the subject's own. 
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DETD . . . epithelial cell, 

fibroblast, smooth muscle cell, blood cell (including a 
hematopoietic cell, red blood cell, T-cell, B-cell, 
etc.), tumor cell, cardiac muscle cell, macrophage, 

dendritic cell, neuronal cell (e.g., a glial cell or 
astrocyte), or pathogen-infected cell (e.g., those 
infected by bacteria, viruses, virusoids, parasites, or 
prions ) . 

exist in the virus 

5 as it is found in nature. Examples of therapeutic 
proteins include antigens or immunogens such as a 
polyvalent vaccine/ cytokines, tumor necrosis factor, 
interferons, interleukins , adenosine deaminase, insulin, 
T-cell receptors, soluble CD4, epidermal growth factor, 
human growth factor, blood factors, such as. . , ApoC, 
ApoAI, the LDL receptor, negative selection markers or 
suicide proteins, such as thymidine kinase (including 
the HSV, CMV, VZV TK) , anti-angiogenic factors, Fc 
receptors, plasminogen activators, such as t-PA, u-PA 
and streptokinase, dopamine, MHC, tumor suppressor genes 
such as p53 and Rb, monoclonal antibodies or antigen 
binding. 

CLMEN. . . the 

target cell is selected from the group consisting 
of epithelial cells, fibroblasts, smooth muscle 
cells, blood cells, tumor cells, cardiac muscle 
cells, macrophages, dendritic cells, neuronal 
cells, and pathogen-infected cells. 
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DETD Der fUer die Transplantat-Abstossung kritische Anstieg der HHC 
Il-positiven APCs (llpassenger 

lymphocytes) in organtransplantat kann durch Zusatz von 
Anti-HLAe-DR-Hab 

bzw. entsprechende Fab/F(abl)2- 

Untereinheit und/oder Ca-Kanalblocker (Verapatil, Nifedipine 
Dilthiazem) 

verhindert werden, 

Eine weitere Verbesserung . 



Complement-Fak- 

tor ) -Assoziat treten; hierdurch werden in vivo die Nakrophagen des 
Impflings noch stAerker vor den Suppres- 

sor-T-Zellen bevorzugt, well das Assoziat durch Fc- und 
C-Rezeptoren auf Nakrophagen gebunden wird, 

(3) Zur weiteren VerstAerkung der Immunisierung durch 
Vaccinepathogen wird der Zusatz von Patho- 

gen-spezifischen IgE und/oder Konjugaten aus Pathogen-spezif ischen 
Fab/F{abl) 2-Untereinheit von IgG/igM plus 

Fc-Fragment von (IgE beliebiger SpezifitAet) allein oder 
kombiniert mit IL-4 empfohlen, 

(4) Es ist ratsam die erste Impfung (priting) mit Zusatz von. 



